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WHAT IS CLAIMED IS: 



1. A compound of Formula I: 




or a pharmaceutical acid addition salt thereof , where; 

A is hydrogen, halo. -OR 4 , NH 2 , V -CF 3 ; ^ 
B is hydrogen, d-C, alkyl, CrC. alkenyl, C 3 -C 6 alkynyl, or <d-C B alkyl)-Ar ; 
R' is -NH-R 2 -R 3 , hydroxy, -OSOaAr^V NH 2 ; 

Ar, Ar\ Ar 2 . Ar 3 , and Ar 4 are an optional^ substituted phenyl or optionally substituted 
heteroaryl; 

R 2 is-CO-,-CS-,or-S02-; x 

is hydrogen. d-C 6 alky!, optionally subsided with Ar 3 . -NR R . or OR 5 ; prodded 

R 3 is not hydrogen if R 2 is either -CS- or -SO a -; 

R* is hydrogen, optionally substituted d-C 6 alkyl\or Ar; and 
R 5 and R 6 are Independently hydrogen, optionally Substituted d-Ca alkyl. or Ar ; 
or R* and R 6 combine, together with the nitrogen atdm to which they are attached. 

to form a pyrrolidine, piperidine, piperazine, 4-substituted pipeline, morpholine or 

thiomorpholine ring; 

wherein substituted phenyl is phenyl mono-substituted withV substituent selected 
from the group consisting of halo, n'rtro, cyano. amino, trifluoromethyl trifluoromethoxy. 
phenyl, benzoyl, d-C 6 alkyl, d-C« alkoxy, (d-C 4 alkyl)S(0) n , (d-C 4 Aftl), amino, d-C 4 
acyl, or two or three substituents independently selected from the groupNconsisting of halo, 
nitro, trifluoromethyl, C1-C4 alkyl, and d-C 4 alkoxy; 

n is 0, 1 , or 2; 
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heteroaryl is an aromatic or benzofused aromatic 5 or 6 membered ring containing 
from 1 to 3 heteroatoms selected from the group consisting of nitrogen, oxygen and sutfur; 

substituted heteroaryl is heteroaryl substituted with up to three substituents selected 
from the g)oup consisting of haio, cyano, nitro, hydroxy, 0,-04 alkoxy, C r C 4 alkyl, {d-C 4 
alkyl)~S(0) n \and phenyl-S(0) n -; 

substituted alkyl is alkyl substituted from 1 to 3 times independently with a 
substituent selected from the group consisting of halo, hydroxy, phenyl, 2-phenyfethylen-1- 
yl, diphenylmethyl, tlaphthyl, substituted phenyl, aryloxy, heterooycle, heteroaryloxy, Crd 
alkenyl, C*-C 6 alkynyl^-Cs cycioalkyl, C r C 4 alkoxy, d-C 4 alkoxycarbonyl, phenyl(d-C 4 
alkyl), substituted phenwd^ alkyl), and benzofused C 4 -Ca cycioalkyl; and 

heterocycle is aromatic or non-aromatic 5 or 6 membered ring containrng from 1 to 3 
heteroatoms selected from thfe group consisting of nitrogen, oxygen, and sulfur, said ring 
being optionally benzofused an\l said ring or benzofused ring being optionally substituted 
with up to three substituents selected from the groups consisting of halo, Crd alkoxy, d- 
C 4 alkyl, cyano, nitro, hydroxy, (C^ alkyl)-S(0) n -, and phenyl-S(0)n-, 

2. The compound of Claim\1 wherein A is hydrogen. 



\ 



The compound of Clarmi wherein R is methyl. 



4. The compound of Claim 1 whertein R 1 is NH-R^R 3 
^b. The compound of Claim 4 wherein^ 2 is 0=0, 
6. The compound of Claim 5 wherein R 3 )s Ar 3 . 

The compound of Claim 6 wherein Ar 3 is 4HBuorophenyl. 
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The compound of Claim 7 wherein Ar^ is 4-fluorophenyl additionally mono- or 
disuo&ituted. 

9.\ The compound of Claim 8 wherein Ar 3 is selected from the group consisting 
of 2-iodo-4-fluorophenyl, 2-bromo-4-fluorophenyl, 2-chloro-4-fluorophenyl, 2,4- 
difluorophenyl\and 2-methyl-4-fluorophenyl, and 2,4,6-trifluorophenyL 



10. A pftarmaceutical formulation comprising a compound of Formula I of Claim 
1, or a pharmaceutic^ acid addition salt thereof, and a pharmaceutical carrier, diluent, or 
excipient. 

11. A compound\f Formula I of Claim 1 when used for activating S-HT^ 
receptors in a mammal. 



a 



12. A compound of Foiroula I of Claim 1 when used for inhibiting neuronal 
protein extravasation in a mammal. 



13. The method according to claim 11 where the mammal is a human. 



14. A process of making the compounds of formula l(a): 
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F\and R are independently hydrogen, optionally substituted Ci-Ce alkyl, or Ar 4 ; or 
R 8 and R 5 bombine, together with the nitrogen atom to which they are attached, to form a 
pyrrolidine, pyridine, piperazine, 4-substituted piperazine, morpholine or thiomorpholine 
ring; and 



whVein R 3 is hydrogen, optionally substituted d-d alkyl, Ar 3 , -NR s R e , or OR 5 ; 



Ar 3 and Ar 4 are>|ndeper>dent|y an optionally substituted phenyl or optionally 
substituted heteroaryl; 

wherein substituted phenyl is phenyl mono-substituted with a substituent selected 
from the group consisting of halo\nitro, cyano, amino, trifluoromethyl, trifluoromethoxy, 
phenyl, benzoyl, d-d alkyl, d-d Voxy, (d-d alkyl)S(0)„. (d-d alkyl) 2 amino, d-d 
acyl, or two or three substituents independently selected from the group consisting of halo, 
nitro, trifluoromethyl, d-d alkyl. and d-fc^ aJkoxy; 

n is 0. 1 , or 2; 

heteroaryl is an aromatic or benzofused aWiatic 5 or 6 membered ring containing 
from 1 to 3 heteroatoms selected from the group consisting of nitrogen, oxygen and sulfur; 

substituted heteroaryl is heteroaryl substituted wta up to three substituents 
independently selected from the group consisting of halo, dyano, nitro, hydroxy, d-d 
alkoxy, d-C 4 aJkyl, (d-d alkyl)-S(O) 0 -, and phenyl-S(0)„-; 



substituted alkyl is alkyl substituted from 1 to 3 times independently with a 
substituent selected from the group consisting of halo, hydroxy, phertyl. 2-phenylethylen-1- 
yl. diphenylmethyl, naphthyl, substituted phenyl, aryloxy, heterocycle, NWeroaryloxy, d-d 
alkenyl. d~d alkynyl, C s -Ce cycloalkyl, C,-d alkoxy, d-d alkoxycarbonfy phenyl(d-d 
alkyl), substituted phenyl(d-d alkyl), and benzofused d-C fl cycloalkyl; 

het recycle is aromatic or non-aromatic 5 or 6 m mbered ring containing\from 1 to 3 
heteroatoms selected from the group consisting of nitrogen, oxygen, and sulfur, said ring 
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| being optionally benzofused and said ring or benzofused ring being substituted with up to 

J A, three subsWients selected independently from the groups consisting of halo, C,-C 4 alkoxy, 
ypfl d-C 4 alkyl, cWio, nitro, hydroxy. (d-C 4 alky|)*S(0) n -,' and phenyl-S(0) n -; 
comprising: 



c 



(a) \^ protecting 4-benzoylprpsridine hydrochloride to form an N-protected 
-benzoylpiperidine hydrochloride; 

(b) nitrating the N-protected 4-benzoylpiperidine hydrochloride to form a 
mixture of N-protected 4-(mono nftrobenzoyi)piperidines; 



(c) deprotectin&the N-protected 4-(mononitroben2oyl)-piperidine mixture 
to form a mixtVe of 4-(mononitrobenzoyl)piperidfnes; 

(d) separating the 4-tanitrobenzoyl)piperidine from the mixture of 4- 
(mononrtrobenzoyl)pjperidines; 

(e) reducing the 4-(3-nitrobdnzoyl)prperidine to form 4-(3- 
aminoben2oyJ)pjperidine;\nd 



(f) acylating the 4-(3-aminoben2^/i)piperidine. 
^ \ 
1 5. The process of Claim 1 4 wherein steps aV and b) are combined. 

Ne. The process of Claim 14 wherein the source\f the proteotlng group of step 
a) is trifluoroacetie anhydride. 

Nz. The process of Claim 1 4 wherein the source of the\itronium ion is 
ammonium nitrate. 




18. The process of any of>qjaim 16 wherein the source of the^nitronrum ion is 
ammonium nitrate. 
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19. The method according Claim 12 where the mammal is a human. 



20. A method for treating migraine in a mammal comprising administering to 
mammal in need ofWh treatment an effective amount of a compound of formula I: 



a 




or a pharmaceutical acid addition salt therebf, where; 
A is hydrogen, halo, -OR 4 , NH2. or -c\ 3 ; 

R is hydrogen, 0^4 alkyl, C3-C 6 alkenV C 3 -C 6 alkynyl, or (C1-C6 alkyl)-A r 1; 
R 1 is -NH-R2-R3 hydroxy, -OS02Ar2, or r\* 2 : 

Ar, Ar1 , Ar2, Ar3 and Ar 4 are an optionally substituted phenyl or optionally 
substituted heteroaryl; 

R 2 is -CO-, -CS-, or -S0 2 -; 

R3 is hydrogen, optionally substituted C r C 6 alkyl, A \, -NR5r6 or OR 5 ; provided 
R 3 is not hydrogen if r2 j s ©fther -CS- or -S0 2 -r 

R 4 is hydrogen, optionally substituted C-| -C 6 alkyl, or Ar; dnd 
R5 and R6 are independently hydrogen, optionally substituted -C 8 alkyl, or Ar 4 ; or 
R6 and R5 combine, together with the nitrogen atom to which they are\ttached, to form a 
pyrrolidine, piperidlne, piperazine, 4-eubstituted pipeline, morpholine oKthiomorpholine 
ring. x 
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^jyjt^ 21 ' The methcc f s,fi t9 TOn iing to Claim 20 where the mammal is a human. 

22 ' The compound of Ot^hm 5 where A is hydrogen and R is methyl. 

23. The compound of Claim ^Wiere A is hydrogen and R is methyl. 

24. The compound of Claim 7 wheresA is hydrogen and R is methyl. 

25. The compound of Claim 6 where R 1 is^JH-R 2 -R 3 , R 2 is C=0 and R 3 Is 
substituted halophenyi. 
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